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PRIORITY APPLN. INFO.: US 2007-911852P P 20070413 

AB The present invention is directed to methods of using combination 

therapies containing [ 2- ( { 4- [ (dimethylamino) iminomethyl ] phenyl } car bony 1 amin o ) - 
5-methoxyphenyl ] -N- ( 5-chloro ( 2-pyridyl ) ) carboxamide (Compound A) for the 
treatment of thrombotic disease (s) and pharmaceutical compns. thereof. 
Thus, combination of Compound A and aspirin in thrombin generation assay in 
platelet rich plasma (PRP) was tested: human platelet poor plasma (PPP) or 
platelet rich plasma (PRP) was prepared from blood of healthy donors; for 
thrombin generation in 100 (iL reaction mixture, 75 |uL PRP was first 
mixed with CaC12, convulxin, and Z-Gly-Gly-Arg-aminomethylcoumarin, 
followed by adding tissue factor to initiate the generation of thrombin; 
inhibitors were preincubated with plasma for 20 min at room temperature before 
adding CaC12 and convulxin. For 15.625 nM concentration of Compound A in 
combination with aspirin, the inhibition was 26.9%, compared to 5.1% 
without aspirin. 

IT 165537-73-5 

RL: TEM (Technical or engineered material use); USES (Uses) 

(combination anticoagulant therapy with a compound that acts as a factor 
Xa inhibitor) 

RN 165537-73-5 CAPLUS 

CN 1-Naphthalenepropanoic acid, 6- [ [ ( 4-chlorophenyl ) sulf onyl ] amino ] -5 , 6 , 7 , 8- 
tetrahydro-2-methyl- (CA INDEX NAME) 



TOh 



08/05/2009 



10/923, 271 




L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2009 ACS on STN 
ACCESSION NUMBER: 2005:301861 CAPLUS 

DOCUMENT NUMBER: 142:329857 

TITLE: Synergistic combination of an anti-atherothrombotic 

agent and a platelet aggregation inhibitor 

INVENTOR(S) : Cloarec, Blanchard Laure; Corda, Stefano; Lerond, 

Laurence 

PATENT ASSIGNEE(S): Les Laboratoires Servier, Fr . 

SOURCE: Fr. Demande, 10 pp. 

CODEN: FRXXBL 
DOCUMENT TYPE: Patent 
LANGUAGE : French 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. KIND DATE APPLICATION NO. DATE 



FR 


2860436 






Al 




20050408 




FR 2003- 


■11595 




20031003 


FR 


2860436 






Bl 




20060120 












AU 


2004277734 




Al 




20050414 




AU 2004- 


■277734 




20041001 


AU 


2004277734 




B2 




20070524 












CA 


2540062 






Al 




20050414 




CA 2004- 


■2540062 




20041001 


WO 


2005032533 




Al 




20050414 




WO 2004- 


-FR2489 




20041001 




W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


. DE, 


DK, 


DM, 


DZ, EC, 


EE, EG, 


ES, 


FI, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, 


KE, KG, 


KP, 


KR, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, MK, 


MN, MW, 


MX, 


MZ, NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, SC, 


SD, SE, 


SG, 


SK, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


. TZ, 


UA, 


UG, 


US, UZ, 


VC, VN, 


YU, 


ZA, ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, SL, 


SZ, TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD , 


RU, 


TJ, 


TM, 


AT, BE, 


BG, CH, 


CY, 


CZ, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, LU, 


MC, NL, 


PL, 


PT, RO, SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, 


GN, GQ, 


GW, 


ML, MR, NE, 




SN, 


TD, 


TG 




















EP 


1677779 






Al 




20060712 




EP 2004- 


-791453 




20041001 


EP 


1677779 






Bl 




20080924 














R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, PL, SK, 


CN 


1859902 






A 




20061108 




CN 2004- 


-80028356 




20041001 


CN 


100453075 




C 




20090121 












BR 


2004015043 




A 




20061212 




BR 2004- 


-15043 




20041001 


JP 


2007507475 




T 




20070329 




JP 2006- 


-530412 




20041001 


AT 


409033 






T 




20081015 




AT 2004- 


-791453 




20041001 


NZ 


545988 






A 




20081128 




NZ 2004- 


-545988 




20041001 


ES 


2314457 






T3 




20090316 




ES 2004- 


-791453 




20041001 


IN 


2006DN01446 




A 




20070803 




IN 2006- 


-DN1446 




20060317 



TOh 



08/05/2009 



10/923, 271 



US 20070054934 Al 20070308 US 2006-574119 20060330 

MX 2006003713 A 20060614 MX 2006-3713 20060403 

KR 2006061399 A 20060607 KR 2006-708071 20060426 

KR 782246 Bl 20071205 

PRIORITY APPLN. INFO.: FR 2003-11595 A 20031003 

WO 2004-FR2489 W 20041001 

AB A new synergistic combination of an anti-atherothrombotic agent and a 
platelet aggregation inhibitor is claimed. Combination of 75 mg 
clopidogrel and 10 mg of 6- [ [ ( 4-chlorophenyl ) sulf onyl ] amino ] - 
5,6,7, 8-tetrahydro-2-methyl-l-naphthalenepropanoic acid administered 
orally to volunteers for 3 days decreased the platelet aggregation by 62% 
as compared to 11% for clopidogrel alone. 
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Antithrombotic effects of S 18886, a novel orally 
active thromboxane A2 receptor antagonist 
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Platelet activation and thrombus formation play a critical role in the ons 
of acute coronary syndromes. Thromboxane A2 (TxA2) is among the different 
chemical modulators released by activated platelets. TxA2 is considered o 
of the most powerful agonists for platelet activation. In addition, TxA2 
exerts a vasoconstrictor effect by serving as an agonist of the 
thromboxane receptor (TP) on the vascular smooth muscle cell membranes. 
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The putative effect of TxA2 on thrombosis is demonstrated by the clin. 
effectiveness of acetylsalicylic acid (ASA) in the prevention of acute 
coronary syndromes. Among the clin. used antiplatelet agents, 
clopidogrel has shown to be slightly more effective than ASA in 
the prevention of atherothrombotic events in patients with peripheral 
arterial disease, and is one of the most widely used after aspirin. The 
aims of the study were to study the antithrombotic effects of escalating 
doses of the TP-receptor antagonist, S 18886 and to compare its effects 
with those achieved by the administration of ASA (5 mg kg-1 day-1), and 
clopidogrel (3 mg kg-1 day-1). The study was undertaken at high 
and low shear rate conditions using the Badimon perfusion chamber in a 
porcine model. Antithrombotic effects were assessed as changes on 
platelet and fibrin (ogen) deposition. The doses of 30 and 100 |ug kg-1 
day-1 were selected based on a previous platelet aggregation study. S 
18886 shows a dose-dependent antithrombotic response. The dose of S-100 
develops similar antithrombotic effects to those of clopidogrel 
and superior to those of aspirin. The antithrombotic effects were 
statistically significant at both studied shear rate conditions. 
Therefore, the orally active TP-receptor antagonist, S 18886, appears to 
be a new and effective agent to prevent atherothrombotic complications. 
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